Objective: Whether age affects lymph node metastasis (LNM) in patients with gastric cancer (GC) is currently inconclusive. This study investigates the effect of age on LNM in patients with GC. Methods: From January 1988 to December 2013, 22,808 GC patients underwent gastrectomy at the Surveillance, Epidemiology, and End Results database were included. The relationship between age and LNM was analyzed. Results: The median number of examined lymph nodes (ELNs) was 12 (interquartile range [IQR], 7-20) among the 22,808 patients with GC, and the median numbers of ELNs were 10 (IQR, 5-18), 12 (IQR, 6-19), 13 (IQR, 7-21) and 13 (IQR, 7-21) in patients with T1 to T4 disease, respectively. A total of 13,780 (60.4%) patients presented with LNM. The LNM rates were 69.6%, 66.1%, 64.7%, 61.8%, 57.8% and 55.6% for patients in the 20-39, 40-49, 50-59, 60-69, 70-79 and ≥ 80 age groups, respectively (P < 0.001). The LNM rates and the number of positive lymph nodes were correlated with age among patients whose diseases were of the same T stage (all P < 0.01). Multivariate analysis showed that age was an independent predictor for LNM in patients with early gastric cancer (EGC) (P < 0.05), and linear regression analysis showed that the LNM rate was higher in young patients with EGC (P < 0.05). Conclusions: Age is an independent predictor for LNM in EGC. Moreover, LNM is more common in young patients with EGC than in other age groups, which indicates that limited lymph node dissection may not be appropriate for young patients with EGC.
Introduction
Gastric cancer (GC) is one of the most common malignant tumors of the digestive system and has had a significant impact on public health. GC is the 4 th most common malignant tumor and the 3 rd leading cause of cancer-related mortality [1] . Lymph node metastasis (LNM) has an important effect on the prognosis and the extent of lymph node dissection of GC [2] [3] [4] . However, whether age has an impact on LNM has not yet been conclusively determined. Nelen et al. analyzed the clinicopathological characteristics of patients with GC who were under and over 70 years of age and concluded that age was closely related to LNM [5] . However, a study by Liu et al. involving 198 patients with GC who were under 40 years of age and 1,096 patients with GC who were over 55 years of age found that there was no Ivyspring International Publisher significant difference in N stage between different age groups [6] . In patients with early gastric cancer (EGC) who may receive limited lymph node dissection (D1 or D1+ lymph node dissection), there are no reports about whether LNM rates differ between different age groups. Therefore, the current study incorporated large sample data from the Surveillance, Epidemiology, and End Results (SEER) database to investigate the effect of age on LNM in patients with GC.
Patients and Methods

Patients
A total of 22,808 patients with GC who underwent gastrectomy between January 1988 and December 2013 in the SEER database (Nov 2015) were eligible for this study. The inclusion criteria were as follows:
(1) histological determined GC (ICD-0-3M-8140/3, M-8142/3 through M-8145/3, M-8210/3, M-8211/3, M-8255/3, M-8260/3 through M-8263/3, M-8310/3, M-8323/3, M-8480/3, M-8481/3, and M-8490/3); (2) no record of previous malignant tumors before being diagnosed with GC; (3) number of examined nodes (ELNs) > 1; and (4) with complete clinicopathological information. The following patients were excluded from the study: (1) patients with distant metastasis (M1); (2) patients who received preoperative radiotherapy; and (3) patients with cardia carcinoma. Fig. 1 shows the stepwise process through which patients were selected for the study. The informed consent and institutional review board approval are not required in the study because the SEER database is open access without identification for all patients. 
Variables and Definitions
The following variables were included in the study: age, race, gender, depth of invasion, surgery type, tumor size, histological type, number of ELNs and the number of positive lymph nodes. Age was divided into 20-39 (defined as young), 40-49, 50-59, 60-69, 70-79 and ≥ 80 groups. Race included white, black and other. Postoperative pathological stage was defined according to the seventh edition of the AJCC/UICC stage standard. Surgery type analyzed in the study included partial gastrectomy (distal or proximal gastrectomy), near total/total gastrectomy, gastrectomy not otherwise specified (NOS) and combined resection according to SEER's surgical information. Cases were divided into groups of ≤ 45 mm and > 45 mm according to the median tumor size. The histological types in this study were classified into intestinal type (papillary adenocarcinoma and tubular adenocarcinoma) and diffuse type (carcinoma diffuse type, signet ring cell carcinoma and linitis plastica) according to the Lauren classification. We use "International Classification of Diseases for Oncology, 3rd Edition" to identify the histological type in SEER database [7] . And the number of ELNs was divided into groups of ≤ 15 and > 15 according to National Comprehensive Cancer Network (NCCN) standards [8] .
Statistical Analysis
Chi-square tests were used to analyze the relationships between age and LMN rates in each T stage. The Jonckheere-Terpstra test was used to analyze the relationship between age and the number of positive lymph nodes in patients with LNM. Binary logistic regression analysis was used to analyze the risk factors for LNM and the covariates included age, gender, race, surgery type, tumor size, histological type and the number of ELNs. Linear regression was used to analyze the relationships between LNM rates and age. Statistical analyses were performed using SPSS 22.0 (SPSS Inc., Chicago, IL, USA). All statistical tests were 2-sided, and a P value < 0.05 was considered statistically significant. [6] [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] [17] [18] [19] and 10 (IQR, 5-16.5) for patients in the 20-39, 40-49, 50-59, 60-69, 70-79 and ≥ 80 age groups, respectively (P < 0.001).
Results
Patient Demographics and Tumor Characteristics
The median numbers of ELNs were 10 (IQR, 5-18), 12 (IQR, 6-19), 13 (IQR, 7-21) and 13 (IQR, (7) (8) (9) (10) (11) (12) (13) (14) (15) (16) (17) (18) (19) (20) (21) in patients with T1, T2, T3 and T4 disease, respectively. The median numbers of ELNs differed significantly between patients with different age groups whose diseases were of the same T stage (all P < 0.001) ( Table 2) .
Association between Age and LNM
A total of 13,780 (60.4%) patients presented with LNM. The LNM rates were 69.6%, 66.1%, 64.7%, 61.8%, 57.8% and 55.6% for patients in the 20-39, 40-49, 50-59, 60-69, 70-79 and ≥ 80 age groups, respectively (P < 0.001). When stratified by depth of invasion, the LNM rates and the median number of positive lymph nodes were correlated with age in patients whose diseases were of the same T stage (all P < 0.01) ( Table 3 and Table 4 ).
Univariate and Multivariate Analysis of LNM
Univariate analysis showed that age was associated with LNM in the entire group and in each T stage (Table S1 to Table S5 ). Multivariate analysis showed that age, race, surgical type, tumor size, histological type, T stage and number of ELNs were independent predictors of LNM in the entire group (Table S1) . Age was also an independent predictor for LNM in patients with T1 disease (P = 0.031), but was not an independent predictor for LNM in patients with T2-T4 disease (Table 5, Table S2 to Table S5 ). (Fig. 2) . 
Discussion
Worldwide, GC is still one of the major malignant tumors that affect human health. LNM is the most common pattern of metastasis in GC and is an important factor for determining the treatment options and predicting its prognosis. Previous study showed that the LNM rates of EGC range from 8.4% to 20.1% [9] , while the LNM rate of advanced GC is as high as 70% [10] . Bruno et al. reported that the biological characteristics of node-negative GC are mild with good prognosis. In contrast, node-positive GC has a poor prognosis [3] . Wu et al. analyzed the prognostic data of 510 patients with GC and found that the 5-year survival rates for patients without LNM and with 1-4 positive lymph nodes were 89.5% and 62.8%, respectively, with significant difference [4] . Many scholars have systematically investigated the risk factors for LNM in GC. These studies found that the depth of invasion, histological type, tumor size, macroscopic type and lymphovascular invasion were closely related to LNM [11] [12] [13] [14] . However, whether age affects LNM is still controversial. Pisanu et al. found no significant difference in N stage between patients with GC who were over and under 50 years of age [15] . However, Smith et al. compared the clinicopathological data of 30 patients under 35 years of age with that of 320 patients over 35 years of age and found that the LNM rates of the two age groups were significantly different [16] . However, these studies incorporated small sample data and analyzed age only as a binary categorical variable; thus, these results need to be validated in future studies. In the current study, a large number of cases with number of ELNs ≥ 1 were retrospectively analyzed, and age was divided into continuous intervals so that its relationship with LNM could be elucidated. For the entire group, univariate analysis found that age was closely related to LNM, and multivariate analysis showed that age was an independent predictor of LNM (P < 0.001, Table S1 ). Additionally, in the current study, we stratified analyzed the impact of age on LNM by different T stage. The results indicated that age is associated with LNM in patients with GC. We also recalculated patients with a number of ELNs > 15 for analysis. Univariate analysis showed that age, race, surgery type, tumor size, histological type, and T stage were associated with LNM. Multivariate analysis founded that tumor size, histological type, and T stage were independent predictors of LNM. Although the effect of age on LNM was not statistically significant (P = 0.063), it was observed that the odds ratios of other age groups were all less than 1 compared to young patients (Table S6) , which indicating a higher risk of LNM in young patients. Gurzu et al. found that VEGF, a gene increases the likelihood of tumor invasion and LMN in GC, is overexpressed in younger patients with GC [17] . Bao et al. argued that MDM4, which is related to LNM and a poor prognosis in GC, is overexpressed in younger patients compared with older patients [18] . Based on the abovementioned studies and the results of our study, we hypothesized that age is closely associated with LNM in GC. Some studies have shown that patients with EGC who underwent limited lymph node dissection can obtain a similar long-term survival compared with patients who underwent D2 radical surgery and the quality of life after surgery is significantly improved [19] [20] [21] [22] [23] . According to "Japanese Gastric Cancer Treatment Guidelines", limited lymph node dissection is feasible for clinical node-negative EGC [24] . But for EGC patients with LNM, limited lymph node dissection carries a high risk of postoperative recurrence [25, 26] . However, there is no accurate way to identify LNM in EGC. Preoperative CT and endoscopic ultrasonography can only diagnose LMN with accuracies of 50% and 70%, respectively [27] . Therefore, identifying the risk factors for LNM in EGC is important. Similar to previous studies, our study found that tumor size and histological type were independent predictive factors for LNM in patients with EGC [28, 29] . However, multivariate analysis showed that age is an independent predictor for LNM in EGC (compared with young patients, the odds ratios for LNM in the other age groups ranged from 0.59 to 0.77). A linear regression analysis showed that the LNM rate was higher in young patients with EGC than in other age patients. EGC is a special type of GC which is located only in the mucosa and submucosa. Because lymphatic or blood vessels are less in the mucosa and submucosa, the risk factors of LNM in EGC are quite different from advanced GC. In this study, we found that age was an independent predictor for LNM in patients with T1 disease, but was not an independent predictor for LNM in patients with T2-T4 disease. The higher LNM rate in young patients with EGC compared to other age patients may be related to higher malignant potential of tumor in young patients. In the study conducted by Park et al., age was closely related to the tumor malignancy, and GC in younger patients was more aggressive than older patients [30] . Based on previous study and findings of our study, we conclude that age has an important effect on LNM and the treatment options for EGC.
To our knowledge, this study for the first time investigates the relationship between age and LNM in patients with GC. We found that age is an independent predictor for LNM in patients with EGC and that LNM is more common in young patients with EGC than in other age patients. Therefore, clinicians should pay more attention to the preoperative assessment of lymph node status in young patients with EGC and realize that limited lymph node dissection may not be appropriate for these patients.
Our study had limitations that must be considered. First, this study had a retrospective design, which may have led to bias in the data selection process. Second, the information of neoadjuvant chemotherapy is not available in the SEER database, which may have a certain impact on LNM. Third, since the SEER database is a multi-center database, the quality of surgery may vary widely between centers. Nevertheless, we determined the impact of age on LNM in patients with EGC. These findings may serve as a basis for prospective studies and may ultimately affect the clinical treatment strategies for young patients with EGC.
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